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The dimethyl ether of racemie lyenzinine is synthesized by suc- 
essive building-up of tetrahydroisoquinoline bases. The utility of 
this method for preparing hydroxy compounds is demonstrated. The 
benzyl analog of the diacetate of bisdehydroisolyenzinine is syn- 
thesized. 

In o r d e r  to p r e p a r e  tubocurar ine  group alkaloids 
with d i f ferent  conf igurat ions  at cen te r s  of a s y m m e t r y ,  
and to identify compounds which we p rev ious ly  p r e -  
pared,  we developed a s cheme  of synthes is  involving 
a l te rna t ing  fo rmat ion  of isoquinoline r ing  s y s t e m  [2]. 
The s c h e m e  is a lso of in t e res t  fo r  p r e p a r i n g  un-  
cyc l ized  analogs  of chondodendrine,  lyenzinine (XIII, 
R = R '  = H, R "= CH3) and isolyenzinine  (XIII, R '=  R "= 
= H, R=CH3), which have been isola ted f r o m  na t -  
u ra l  sou rce s  [3]. 

The dimethyl  e ther  of r a c e m i c  lyenzinine (XIII, 
R=R~=R"=CH3) was syn thes ized  by the following 
route:  
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f l - (3 -Methoxy-4 -hydroxypheny l )e thy lamine  (I, R = 
= H) was conver ted ,  by condensat ion with 4 - m e t h o x y -  
phenylace t ic  acid (II) to the f i - ( 3 - m e t h o x y - 4 - h y d r o x y -  
phenyl)e thylamide of 4 ' -methoxyphenylace t ic  acid 
(III, R = H), which was then benzyla ted  to the c o r -  
responding benzyl  e the r  (III, R = CH2C6H~). The same  
compound was obtained by condensing f i - ( 3 -m e th o x y -  
4-benzyloxyphenyl )e thy lamine  (I, R = CH2C6Hs) with 
me thy l -4 -me thoxypheny lace t a t e .  Cycl iza t ion  was 
effected with zinc chlor ide  under  the usual  condit ions.  
The r e su l t an t  1 - (4~-me thoxybenzy l ) -6 -me thoxy-7  - 
benzyloxy-3 ,  4 -d ihydro isoquinol ine  (IV) was con-  
ver ted,  via the methiodide V and the t e t r ahydro  
der iva t ive  VI, to 1 - ( 4 ' - m e t h o x y b e n z y l ) 6 - m e t h o x y -  
7 - h y d r o x y - N - m e t h y l - 1 ,  2, 3, 4 - t e t r ahydro i soqu ino l ine  
(VII, R = CH3). The double bond was reduced  with 
zinc dust  and ace t ic  acid, o r  ca ta ly t ica l ly ,  us ing  
pla t inum oxide ca ta lys t .  The benzyl  g roup  was spli t  
off by hydrogeno lys i s  in the p r e s e n c e  of pa l lad ium.  

The 4 ' - m e t h y l  e ther  of N - m e t h y l t u b o c u r a r i n e  
(VII, R=CH3) was f u r t h e r  condensed with the methyl  
e s t e r  of 3 - b r o m o - 4 - m e t h o x y p h e n y l a c e t i c  acid (VIII, 
R ' =  R"=CH3),  and thus conver ted  to 1 - ( 4 ' - m e t h o x y -  
b e n z y l ) - 6 - m e t h o x y - 7 - ( 2  " - m e t h o x y - 5  " - c a r b o m e t h o x y -  
me thy lphenoxy) -N-methy l -1 ,  2, 3, 4 - t e t r a h y d r o i s o q u i n o -  
l ine (IX, R= CH~C6Hs, R '=  H, R "= C2H5) was p r e p a r e d  
s i m i l a r l y  by condensing the 4 ' - b e n z y l  e ther  of N - m e -  
thy l tubocura r ine  (VII, R = CH2C 6 H5 ) with ethyl 3 - b r o m o -  
4 -hyd roxypheny lace t a t e  (VIII, R '=  H, R"= C2H5). 
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Compounds IX ( R = R  '= R" = C H 3 ) w a s  fu r t he r  con-  
densed  with h o m o v e r a t r y l a m i n e  (I, R = CH3) , and 
the r e s u l t a n t  amide ,  of s t r u c t u r e  X (It = R'  = CH3) , was 
submi t t ed  to cyc I i za t ion  by the B i s c h l e r - N a p i e r a l s k i  
r e a c t i o n  to g ive  the d ihydro i soqu ino l ine  d e r i v a t i v e  
XI (R = R ~:= CH3). The double  bond in the l a t t e r  was 
r e duced  c a t a l y t i c a l i y  in the p r e s e n c e  of p l a t inum 
oxide,  to 1-  (4 v- me thoxybenzy l ) -  6 - m e t h o x y -  7- [2 "-  
me thoxy-5  ~- (6 " ' ,  7 ~ - d i m e t h o x y - 1  m, 2 m, 3" ,  4 m- 
t e t r a h y d r o i s o q u i n o l y l - 1  ~ - m e t h y l ) p h e n o x y ] - N - m e t h y ! -  
1, 2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e  (XII, R = R ' =  CH3), 
and the mob i l e  hydrogen  of the l a t t e r  me thy la t ed  with 
f o r m a l d e h y d e  and f o r m i c  ac id .  The d ime thy l  e t h e r  
of r a c e m i c  lyenz in ine  XIII (R = R '  = R" = CH~) was 
c h a r a c t e r i z e d  as  i ts  h y d r o c h l o r i d e .  Cye l i za t ion  of 
the fi -{ 3 - m e t h o x y - 4 - [ 2  " - a c e t o x y - 5  ~- (3 " -  (3 ' n -me-  
thoxy-  4 m- ac e toxyphenyl)  e t h y l c a r b a m i d o m e t h y l p h e n  - 
oxy]phenyl} e t h y l a m i d e  of 4 ' - b e n z y l o x y p h e n y l a c e t i c  
ac id  gave 1 - ( 4 ' - b e n z y l o x y b e n z y l ) - 6 - m e t h o x y - 7 - [ 2 " -  
ace toxy  5 ' -  ( 6 " -  me thoxy-7  m-ace toxy -3  m, 4 " - d i h y d r o -  
i soqu ino ly l -1  ' ' - m e t h y l ) p h e n o x y ] - 3 ,  4 - d i h y d r o i s o q u i n o -  
line (XIV), an intermediate in the synthesis of 4'- 

dimethylated derivative of lyenzinine (XIII, R = R' = 

= R "  = H ) .  

E X P E R I M E N T A L  

f~- ( 3 - M e t h o x y - 4 - h y d r o x y p h e n y l ) e t h y l a m i d e  of 
4 - m e t h o x y p h e n y l a c e t i c  ac id  (III, R =  H). A m i x t u r e  
of 10.0 g f l - ( 3 - m e t h o x y - 4 - h y d r o x y p h e n y l ) e t h y l a m i n e  
and 9.98 g 4 - m e t h o x y p h e n y l a c e t i c  ac id  was hea ted  
fo r  1 h r  a t  190~176 in a c u r r e n t  of N. A f t e r  cooling,  
the r e a c t i o n  p r o d u c t s  w e r e  ground with e the r .  Yield  
15.9 g (89.2%), mp 138.5~ ~ C (ex EtOH). Found: 
C 68.86; H 6.87;  N 4.72%. Ca lcu l a t ed  fo r  C18H2~NO4: 
C 68.57; H 6.66; N 4o44%. 

f l -  ( 3 - M e t h o x y - 4 - b e n z y l o x y p h e n y l ) e t h y l a m i d e  of 
4 ' - m e t h o x y p h e n y l a c e t l c  ac id  (HI, R=CH2C6Hs). 

a) A m i x t u r e  of 4.6 g / ? - ( 3 - m e t h o x y - 4 - b e n z y l o x y -  
phenyl)  e thy lamine ,  3.2 g me thy l  4 - m e t h o x y p h e n y l -  
ace t a t e ,  and 1.2 ml  p y r i d i n e  w e r e  hea ted  t oge the r  
a t  185~ ~ C for  5 h r .  Then the p y r i d i n e  was vacuum-  
d i s t i l l e d  off, the r e s i d u e  d i s s o l v e d  in CHC13, washed  
with d i lu te  HC1, then with wa te r ,  and d r i e d  o v e r  
Na2SO 4. A f t e r  e v a p o r a t i n g  off the solvent ,  the r e s i d u e  
was  washed  with e ther ,  y i e ld  6.13 g (84.5%), mp 
114~ ~ C (ex EtOH). Found: N 3.38;  3.41%. Ca l -  

cu la ted  for  C25H27NO4: N 3.45%. 
b) NaOEt  (ex 0.962 g Na and 34 ml  EtOH).was 

added  to a so lu t ion  of 13.5 g f l - ( 3 - m e t h o x y - 4 - h y d r o x y -  
p h e n y l ) e t h y l a m i d e  of 4 ' - m e t h o x y p h e n y l a c e t i c  ac id  
in 100 ml  EtOH, then this was  fo l lowed by 5.24 g 
benzy l  c h l o r i d e  added o v e r  a p e r i o d  of 15 min .  The 
r e a c t i o n  m i x t u r e  was  r e f luxed  fo r  5 hr ,  f i l t e r e d  hot, 
and the a m i d e  which s e p a r a t e d  on cool ing  f i l t e r e d  off. 
Yield 13.01 g (75.5%), mp 114~ ~ C (ex EtOH). 

Mixed mp with a specimen of the previous preparation, 

114~ ~ C. 

I- (4,-Methoxybenzyl)-6-methoxy-7-benzyloxy- 
3, 4-dihydroqulnoline (IV). A mixture of 10.15 g 

/ 3 - ( 3 - m e t h o x y - 4 - b e n z y l o x y p h e n y l ) e t h y l a m i d e  of 4 t-  
me thoxypheny lace t i c  acid,  100 ml  toluene, and 
13.86 ml POC13 was hea ted  fo r  1 h r  30 rain, by r e -  
f luxing in a c u r r e n t  of N. The toluene and e x c e s s  
POC13 was  v a c u u m - d i s t i l l e d  off, 30 ml  EtOH added 
to the r e s idue ,  and the whole hea ted  to effect  c o m -  
p le te  so lu t ion .  On cool ing the c r y s t a l l i n e  h y d r o -  
ch lo r ide  s e p a r a t e d ,  y ie ld  9.53 g (98.2%), mp 200 ~  
201 ~ C (decomp).  Found: C 70.51; 70.77; H 6.18;  6.19; 
N 3.12; 3.38%. Ca lcu la t ed  for  C25I-I25NO 3 �9 HCh 
C 70.83; H 6.13; N 3.30%. P i c r a t e  mp 195~ ~ 
(ex AcOH). Found: N 8.97; 9.25%. Ca lcu la t ed  for  
CalH28N4010: C 60.38; H 4.54; N 9.09%. 

1-  (41-Methoxybenzyl)  - 6 - m e t h o x y -  7 - b e n z y l o x y -  
3, 4 - d i h y d r o i s o q u i n o l i n e  me th iod ide  (V.). A s u s p e n -  
s ion of 14.75 g 1 - ( 4 ' - m e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 -  
benzy loxy -3 ,  4 -d ihyd ro i soqu ino l i ne  h y d r o c h l o r i d e  in 
115 ml  d r y  EtOH was n e u t r a l i z e d  by adding, with 
stirring, NaOEt (ex 0.795 g Na and 29 ml EtOH). 
After stirring for 15 min, ii.5 g Mel was added, 

and the whole then refluxed for 4 hr, and filtered 
hot. On cooling the filtrate deposited pale-yellow 
methiodide, which was filtered off and dried, yield 

15.2 g (89.3%), mp 167-167.5~ Found: 

C 59.25: 59.08 ; H 5.33 ; 5.29 ; N 2.71 ; 2.58%. Calcu- 

lated for C26H28INO3: C 58.98; H 5.29; N 2.64%. 

i -  ( 4 ' - M e t h o x y b e n z y l ) - 6 -  m e t h o x y - 7 - b e n z y l o x y - N -  
1, 2, 3, 4 - t e t r a h y d r o i s o q u l n o l l n e  (VI). a) A m i x t u r e  
of 9.0 g 1 - ( 4 ' - m e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 - b e n z y l -  
oxy-3 ,  4 -d ihyd ro i soqu ino l ine ,  250 ml  MeOH, and 
5.25 g AgC1 was shaken  for  1 h r .  The AgI was f i l t e r e d  
off, and the so lven t  v a c u u m - d i s t i l l e d  off f rom the f i l -  
t r a t e .  The r e s i d u e  was pa le  ye l low m e t h o c h l o r i d e ,  
yield 6.74 g (91.9%), mp 49 ~ 50 ~ C. 

A solution of 6.0 g methochloride in 250 ml AcOH 

plus 69 ml water was heated under reflux with 46.5 g 
Zn dust for 2 hr 30 min, the products filtered, cooled, 

and the liquid neutralized with ammonia. The base 

which separated was extracted with CHCI 3 (4 x i00 

ml), and the solvent evaporated off. Yield of hydro- 

chloride 5.39 g (90.4%), mp 47~ ~ C. 
b) A solution of 1.0 g methochloride in 20 ml EtOH 

was reduced by shaking in a hydrogenation apparatus, 

in the presence of 0.5 g PtO (30 min). The catalyst 

was filtered off, and the solvent vacuum-distilled off. 

Yield of hydrochloride 0.91 g (89.9%), mp 48.0 ~ 

49.5 ~ C. 
1 - ( 4 ' - M e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 - h y d r o x y - N -  

m e t h y l - l ,  2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e  (VII, R= CHa). 
A so lu t ion  of 0.88 g 1 - ( 4 ' - m e t h o x y b e n z y l ) - 6 - m e t h o x y -  
7 - b e n z y l o x y - N - m e t h y l - 1 ,  2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e  
h y d r o c h l o r i d e  in 30 ml  MeOH was  r e duc e d  c a t a l y t i -  
ca l ly ,  in the p r e s e n c e  of 0.3 g Pd b l ack  (5 h r ) .  The 
c a t a l y s t  was  f i l t e r e d  off, the so lven t  v a c u u m - d i s -  
t i l l ed  off, the r e s i d u e  d i s s o l v e d  in 10% NaOH, and 
u n r e a c t e d  s t a r t i n g  m a t e r i a l  e x t r a c t e d  with e t h e r .  
Then the aqueous  l a y e r  was  made  ac id  with HC1, 
and e x c e s s  ac id  n e u t r a l i z e d  with  a m m o n i a .  The 
p r e c i p i t a t e  of b a s e  was  e x t r a c t e d  with e the r ,  d r i e d  
o v e r  K2CO 3, and the so lu t ion  c o n c e n t r a t e d  u n d e r  
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vacuum.  Addi t ion  of an e t h e r  so lu t ion  of HC1 gas  led 
to s e p a r a t i o n  of the h y d r o c h l o r i d e ,  which was  washed  
with e ther ,  and d r i e d .  Yie ld  0.47 g (68.4%), mp 
160~ ~ C (decomp) .  Found: C 6 0 . 4 7 ; 6 0 . 0 0 ; H  6.28; 
6.49;  N 3.67; 3.92%. Ca lcu l a t ed  for  CIsH23NO 3 �9 HC1 �9 
�9 H20: C 60.20; H 6.53; N 3.80%~ 

1-  ( 4 ' - M e t h o x y b e n z y l ) - 6 - m e t h o x y -  7-  (2 ~'- m e t h o x y -  
5 ~ ' - c a r b o m e t h y l p h e n o x y ) - N - m e t h y l - 1 ,  2, 3, 4 - t e t r a -  
h y d r o i s o q u i n o l i n e  (IX, i t=  R ' =  R n= CHs). A m i x t u r e  
of 1.65 g 1 - ( 4 ' - m e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 - h y -  
d r o x y - N - m e t h y l - ! ,  2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e  
h y d r o c h l o r i d e ,  2,8 g methy l  3 - b r o m o - 4 - m e t h o x y -  
pheny lace t a t e ,  1 ml  d r y  py r id ine ,  and 0.1 g p r e c i p i -  
ta ted  Cu ca t a ly s t ,  was  hea ted  f i r s t  f o r  10 rain at  160 ~ 
then fo r  20 min  a t  170 ~ C, and f ina l ly  for  1 h r  30 rain 
at  185 ~ C. A f t e r  c o o l i n g t h e  r e a c t i o n  p r o d u c t s  w e r e  
t r e a t e d  with 25 ml  w a t e r  and 300 ml  CHC13. The 
o r g a n i c  l a y e r  was s e p a r a t e d  f r o m  the Cu, washed  with 
100 ml  5% NaOH, then with 200 ml wa te r ,  and the 
so lven t  d i s t i l l e d  off. The r e s i d u e  was  ground  with 
5 ml d r y  e the r ,  y i e ld  1.24 g (53.4%), mp 123~ ~ C. 
Found:  C 69.9;  H 6.81; N 2~ Ca lcu l a t ed  fo r  
C29H33NO6: C 70.1; H 6.72; N 2.85%. H y d r o c h l o r i d e ,  
h y g r o s c o p i c  compound ,  mp  138~ ~ C. Found:  C 65.68 ; 
H 6.67 ; N 2.26 ; 2.47%. Ca lcu l a t ed  fo r  C29H33NO6 �9 HCI: 
C 65.97; H 6.45; N 2.65%. 

1-  (4 ' -  B e n z y l o x y b e n z y l ) - 6 - m e t h o x y - 7 -  (2 n - h y d r o x y -  
5 ~ - e t h o x y c a r b o n y l m e t h y l p h e n o x y ) - N - m e t h y l - 1 ,  2, 3, 4 -  
t e t r a h y d r o i s o q u i n o l i n e  (IX, R=CH2C6Hs, R ' = H ,  R '~= 
= C2H5). 1.2 g 1 - ( 4 ' - b e n z y l o x y b e n z y l ) - 6 - m e t h o x y - 7 -  
h y d r o x y - N - m e t h y l - 1 ,  2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e  
was  d i s s o l v e d  in KOMe (ex 0.012 g K and 11 ml  MeOH), 
the so lven t  d i s t i l l e d  off, the r e s i d u e  d r i e d  a t  100 ~ C, 
powdered ,  1.06 g p r e c i p i t a t e d  Cu c a t a l y s t  added,  
a long with 1.2 g e thyl  3 - b r o m o - 4 - h y d r o x y p h e n y l -  
a c e t a t e .  The m i x t u r e  was  h e a t e d  and s t i r r e d  u n d e r  
N f o r  1 h r  a t  185~176 cooled ,  the p roduc t s  d i s -  
so lved  in 100 ml  benzene ,  the c a t a l y s t  f i l t e r e d  off, 
and the f i l t r a t e  c o n c e n t r a t e d  to 10 ml,  then c h r o m a t o -  
g r a p h e d  on a co lumn of g r a d e  IV a c t i v i t y  a lumina .  
The o i ly  m a t e r i a l  i s o l a t e d  f r o m  a benzene  f r ac t ion ,  
was  t r e a t e d  with e t h e r e a l  HC1, and c o n v e r t e d  to the 
h y d r o c h l o r i d e ,  which was  an a m o r p h o u s  subs t anc e ,  
y i e l d  0.63 g {33.9%), mp 80~ ~ C (decomp) .  Found:  
C 74.01; H 6.60;  N 2.65%. Ca l cu l a t ed  fo r  C35H37NO 6 �9 
�9 HCI: C 74.05; H 6.57;  N 2.47%. 

The me thy l  e t h e r  was p r e p a r e d  s i m i l a r l y ,  y i e l d  
41.2%. H y d r o c h l o r i d e  mp 220~176  Found: N2.23%. 
Calculated for C34H35NO 6 �9 HCI: N 2o37%. 

l-(4'-Methoxybenzyl)-6-methoxy-7-{ 2 ~- methoxy - 
5n-[fl ~-(3 ~', 4m-dimethoxyphenyl)ethylearbamido - 
methyl] phenoxy}-N-methyl-l, 2, 3, 4-tetrahydroiso- 
quinoline (X, R=Rt=CHs). A mixture of 0.52 g I- 
(4 ' - m ethoxyb enzy l)- 6- me thoxy- 7- (2 "- m ethoxy- 5 "- 
methoxycarbonylmethylphenoxy)-N-methyl-l, 2, 3, 4- 
tetrahydroisoquinoline, 0.4 g homoveratrylamine, 
and 0.5 ml dry pyridine was heated for 4 hr at 182 ~ 
185 ~ C, in N. The pyridine was vacuum-distilled off, 
and the residue ground with dry ether, then dried. 

Amorphous substance, yield 0.57 g (85.1%). Hydro- 
chloride, mp 101~ ~ C (softened at 95~ Found: 
N 4.25%. Calculated for C38H44N207 �9 HCh N 4.21%. 

i- (4,-Methoxybenzyl)- 6-methoxy-7-[2 ~-methoxy - 
5n-(6 m, 7m-dimethoxy-3 m, 4m-dihydroisoquinolyl - 
im.methyl)phenoxy]N-methyl-l, 2, 3, 4-tetrahydro- 
isoquinoline (XI, R= R t = CHs). Prepared from i- 
(4' methoxybenzyl)- 6-methoxy-7-{ 2"-methoxy-5"- 
[fi m-(3'n, 4m-dimethoxyphenyl)ethylcarbamidomethyl] 
phenoxy}-N-methyl-l, 2, 3, 4-tetrahydroisoquinoline 
(X, R = R '= CH3), similarly to compound IV. Yield 
64.4%~ Hydrochloride mp 163~ ~ C. Found: C 
65.22; H 6.58; N 4.06; 3.96%~ Calculated for C38H42 
N20 ~ �9 2HCI:C 65.60; H 6~ N 4.02%. 

1-  ( 4 ' - M e t h o x y b e n z y l ) -  6 - m e t h o x y -  7-  (2 n_ m e t h o x y -  
5~-(6 ,~ , 7 ~ - d i m e t h o x y - 1  ~ , - 2  H' , 3 ~', 4 m - t e t r a h y d r o -  
i s o q u i n o l y l - l m - m e t h y l ) p h e n o x y ] - N - m e t h y l - 1 ,  2, 3, 4-  
t e t r a h y d r o i s o q u i n o l i n e  (XII, R = R '=  CHs). P r e p a r e d  
by c a t a l y t i c  r educ t i on  of the d i h y d r o i s o q u i n o l i n e  
d e r i v a t i v e  XI (R = R ~= CH3) in the p r e s e n c e  of PtO 
(3 hr) ,  s i m i l a r l y  to compound VI, y i e ld  72%, mp 
98~  ~ C. Found:  N 4.37%. Ca lcu la t ed  fo r  C38H44 

N206: N 4.47%. 
1-  ( 4 , - M e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 -  [2 ~ - m e t h o x y  - 

5 , - ( 6  ~, , 7 ~ ' - d i m e t h o x y - N -  m e t h y l - 1  m, 2 H', 3 m, 4 n, - 
t e t r a h y d r o i s o q u i n o l y l -  1'~- m e t h y l ) p h e n o x y ] - N - m e t h y l  - 
1, 2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e ,  d i m e t h y l  e t h e r  of 
r a c e m i c  l yenz ln ine  (XIII, R = R  ' = R  " =  CH3). A m i x -  
tu re  of 0.54 g 1 - ( 4 ' m e t h o x y b e n z y l ) - 6 - m e t h o x y - 7 -  
[ 2 , - m e t h o x y - 5 " - ( 6  " ,  7 " - d i m e t h o x y - l " ,  2 " ,  3 " ,  4 " -  
t e t r a h y d r o i s o q u i n o l y l -  1 " -  me thy l ) -phenoxy]  N - m e t h y l -  
1, 2, 3, 4 - t e t r a h y d r o i s o q u i n o l i n e ,  5 ml  85% f o r m i c  
acid ,  and 7.4 ml  34% f o r m a l d e h y d e ,  was  hea t ed  f o r  
5 h r  at  95~176  The p r o d u c t s  w e r e  t r e a t e d  with 50 
ml  5% NaOH, and 300 ml  e t h e r .  The o r g a n i c  l a y e r  
was  washed  with wa te r ,  d r i e d  o v e r  K2CO3, and con-  
c e n t r a t e d  u n d e r  vacuum.  The h y d r o c h l o r i d e  was  p r e -  
c ip i t a t ed  by  t r e a t i n g  with an e t h e r  so lu t ion  of HCI 
gas,  y i e ld  0.46 g (75.6%), mp 97~ ~ C. Found:  
C 63.61; 63o60;H 6.93;  6 . 8 3 ; N  3.84;  3.81%. Ca l cu -  
l a ted  fo r  CssH48C12N206 �9 1.5H20: C 63.69: H 6.93;  
N 3.79%. V a c u u m - d r y i n g  (62 ~ [7 mm],  3 hr )  c a u s e d  
l o s s  of half  a m o l e c u l e  of w a t e r  of c r y s t a l l i z a t i o n .  
Found:  C 64.21; 64.15; H 6.79;  6.85%. C a l c u l a t e d  fo r  

C39H48C12N206 �9 H20: C 64.19; H 6.85%. 
1-  ( 4 ' - B e n z y l o x y b e n z y l ) - 6 - m e t h o x y - 7 - [ 2  n - a c e t o x y  - 

5 n - ( 6 ~ , - m e t h o x y - 7 ~ ' - a e e t o x y - 3  ~', 4 m - d t h y d r o i s o q u i n o l y l  - 
1 ~ ' -me thy l )phenoxy] -3 ,  4 - d i h y d r o i s o q u f n o l i n e  (XIV). 
P r e p a r e d  by c y c l i z i n g  the f l - { 3 - m e t h o x y - 4 - [ 2  ~- 
a c e t o x y - 5 " - ( f i  " -  ( 3 " ' - m e t h o x y - 4 ~ ' - a c e t o x y p h e n y l )  
e t h y l c a r b a m i d o m e t h y l ) p h e n o x y }  e t h y l a m i d e  of 4 ' -  
b e n z y l o x y p h e n y l a c e t i c  ac id ,  s i m i l a r l y  to compound 
IV. H y d r o c h l o r i d e ,  c o l o r l e s s  c r y s t a l l i n e  compound,  
mp 160~ ~ C. Found:  C 65.11; H 5.52;  N 3.32;  
3.23%. C a l c u l a t e d  fo r  C45H42N208 �9 2HC1.  H20: C 
65.14;  H 5.55;  N 3.38%. Base  mp  88~176 Found:  
C 71.78;  71.71;  H 5.41;  5 .36;  N 3 . 6 7 ;  3.72~d. C a l -  
c u l a t e d  fo r  C45H42N20 ~" H20:  C 71.43:  H 5.53~ 
N 3.71%. 
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